Tetramethylpyrazine (TMP) is a chemical compound found in extracts derived from the Chinese 24 medicinal plant. Due to its remarkable therapeutic effects, availability, and low cost and toxicity,
Introduction
Congenital diaphragmatic hernia (CDH) is an uncommon congenital malformation, 46 occurring in 1 to 4 of every 10,000 pregnancies [1] . Although medical and surgical management of CDH has improved, CDH is still associated with a high mortality rate of 60 - 
Results

174
Incidence of CDH and pulmonary vascular remodeling 175 We determined the incidence of CDH in the three groups: none of the 80 fetuses in the 176 control group presented with CDH; 48 out of 70 fetuses (68.6%) presented with CDH in the 177 CDH group; and 51 out of 76 (67.1%) fetuses presented with CDH in the CDH+TMP group.
178
There were no significant differences in CDH incidence between the CDH and CDH+TMP 179 groups (P = .85). In the experimental groups, fetuses with left CDH only were included in our 180 analyses (Table 1) . Accordingly, the fetuses were further divided into three groups: controls 181 (n = 80), CDH (n = 35), and CDH+TMP (n = 41). β-actin staining of the stripped membranes (Fig 3) . antenatal TMP administration in improving lung structure, the current findings suggest that 293 increased YAP activity is associated with delayed pulmonary development and abnormal 294 vascular remodeling, and antenatal TMP therapy improves lung structure and function via 295 increasing LATS1 expression and phosphorylation of YAP.
296
There are several limitations to note in our study. There was a lack of data regarding the 297 whole process of fetal lung development, and therefore we could dynamically reflect the 298 changes of the Hippo signaling pathway in lung development. Furthermore, there was a lack 299 of direct evidence supporting the relationship between the Hippo signaling pathway, 300 CDH-induced PH, and TMP prenatal intervention. These limitations need to be addressed in 16 301 future studies.
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Availability of data and materials 304 The authors declare that all data supporting the findings of this study are available within the 305 article or from the corresponding authors on reasonable request. 
